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(54) AGENT FOR SUPPRESSING ACTION OF INTERLEUKIN 6 

(57)Abstract: 

PURPOSE: To provide an agent for suppressing action of interleukin 6(IL-6) by using an anti-IL-6 
receptor antibody as a component. 

CONSTITUTION: The objective agent contains, as an active component, (A) a polyclonal 
antibody prepared by immunizing mouse, rabbit, etc., with an immunogen such as human IL-6 
receptor manifestation cell exemplified by human myeloma cell U266, a human IL-6 receptor 
manifestation cell exemplified by Ml or soluble human IL-6 receptor produced by genetic 
engineering means or (B) a monoclonal antibody produced by a hybridoma prepared by 
immunizing a mammal such as mouse or rat and fusing the spleen cell of the animal with a 
myeloma cell. The suppressing agent is effective for the treatment of diseases (e.g. myeloma, 
chronic rheumatism and Kaposi's sarcoma) caused by various actions such as thrombocyte- 
increasing, antibody production promoting, acute phase protein inducing and tumor cell 
proliferating actions induced by IL-6. 



http://wvAvl9.ipdl.inpit.go.jp/PAl/result/detaiI/main/wAAAsAaarhDA4041 87645P1 .htm 4/1 5/2009 



® & m- & m ■£ 



©Int. CI. 5 

A 61 K 39/395 



A C B D 
U 



8829-4 C 
8829-4C 



(A) ^4-187645 



W-lSL 4 ^( 1992) 7fl 6B 



§£BM0)2,1fr <i v ? — a -Y * > - 6 fFfflfflSfl^J 

E9 ¥2-315792 
@tb SI 3 F2(1990)11^22B 
4*l*i5yiI30*!IS 1 MJB TO 2^10^31 Bx B*ft8E*A»fT«) f B*ftg^£Kf*S&20^J 



PR ^ 



©tb 
©th 
©m 



A 
A 
A 
A 



s v - a ^ ^ a 



^mmmn^^m 3TI5 #31^ 

♦+3SSJI1»«**m«-5r«967— 1 
»SSJU»tB«Km««*BP7 -37-17 
^EOTHWTlT+SFBraTB 5#31^ 

lU □ JSr«rffl» rfr jrffl4560»lfe 

n4« 



SB IB S 

1. .ft 91 © £ & 

2. # i* © is a 

1. K-f>^-nw*y-6 OL-6) U -fe 7* 
*-Jjt(*£^A,Ttfc* I L - 6 It ffl ftp f&J ffj . 

2. I L - 6 ic J: *iiM*«if iHtfflfcfliiHr a. 

»«xi i tcs5«£© i l - 6 it mm mm* 

J- ' l g i ui a fjt Hr ai ± if Jn £ mt» 
■s l &ft tw i i - ae m m i l - e imti >Tp y\ m ,. 

3. % 9 © t¥ tffl « ft hjj 
C S JSH ± © f ij ffl # 5? ] 

**9!ttK I L - 6 u*r*-Rflt£^A,-c0t 
* , £gffitt«5»T*« I L - 6 © It ffl W M ffj C 

a t © t & * . 

c ?£ * © & *** ] 

( i l - 6 ) J£ . £ 

ifiu is&ffi*©^flsi»ffli» k: *> t^r fiStt a»J* * 

A: L T *) , £(*©JfH*Mfc«:i2:<MJ»TS*:/ 



^ » T * « *< . — ^ I L-6©£&f*JT©iS*i| 
ft & «: . SeftSgl.lOllSoy^iLDii];, 
tltl^ BIood.74. pi. 1989*£#J& ) . L 

^*-oT^<*rtT i l - 6 (Dftm % A&fttzwm 

T Z> Z £ IZ. aBftJSIE0I.S©«fLiwfe8!©>*i 
u a* b « a< & . IL-6©1tE£A&ft^*fll 

i£ •? ? * % 9) {£ I L-6©flsffl£«Iiilir4fc«& 

© *? « « ¥ a * una u «* ? tti © T & * . 

(»H*«*r4*:«>©¥&) 
*ftiH#ttiWE©»a*ji?i**r^<«*itst© 

IS & . I L-6 utr^-cJ4tiK»*M L- 
6 ©£tt¥ttflpffl*1Ui*JT*±c*-3»< § fcDjt. 

i£ o T * R 91 tt * fit I L-6 Hr77-t:Wr 
«tA^%^^TJDc«. I L - 6 It A ID) ti) w $ IB <ft 



-277 — 



{ ¥k t* *J U 1& VI ) 

* % 18 c ^ T {$ ffl r * \K I L - 6 U -fe 7' ^ - 
ta K , I L-6i/tr^-«1$JIWK:Bat« 

© T £> 9 . cntCti^ / ^ ta-f ;uJ5t«ta^**' 
'J £ u - * ;u tf[ # ^ * ft * . * $fe W K *f t* * fft 
#©£!&©/,:#>&;: ffl ^£ft.£t h I L-6 l/t7' 

U266- T{fiJ^$nS t h I L-6Utr^-565 
SB |g s M 1 T^Ji^nik b I L-6 l/-tr7'^- 

I L-6 Utr^ - (»H¥ 1 - 9774 # IS) 3£*>< 

#j * i±'±se ^ rn*^ © c o ^ ^ * . * 

* J $ d - ;u Jfi ft © SS it © tz tb © /\ -f 7'''J K 
- ^ © ft K t> & ^ t£ ^ T <t 7 C <t A< T- § £ . ffl 



R1T 1 4-187645 (2) 

Atf±i£C**'ft/h©feffifiKC£9^'5*-* > 7-v t~ 
S|©°*ti?lgl £ C ©fjj<fc^ «bjfcE8ffl8S£&. 

* C * £ {* F*I T* © I L-6ftfflC*tT*E&Ste£ 

-tHQ-iy^1"4, ^^f*ITO I L - 6 ft 
ffl cftf * KI*14©PMiEte <!: LT tt. ft^* 

i l-6 utr^-^y ^ o-^^tfLtt©*^^ 

$ * * ft*: t h I L - 6 ©jfo'MSig^ftffl 

c*t-r*Ea$te-£. ^n^is^^n/ct h i l 

- 6©ffifcffi±itt«a*KttT* ffl if «b 

ft * . £ fit t h I L-6 Hr7'^-ty i'D- 

^- ;b m & oW-Siz. x - y ~? * t.z&&£ ntz 

¥ 6 ft * . ^tto^o-yfc^y-iv^ 
LT fcg^. 

_t e * >; ^ a — * ;u tft & . s^'^^o-t^ 



S©fii(*fc"ttT« < . $ ^ *c±SBK**as»WW 
HT, itte^X^tt^ifc-^SS^^tfJ^&^ffl 
<^Tft33£ ftfc AXgl© tft&T* <fc i^. ift#©#] 
iLTtt, "7 x & # ft t h I L - 6 i' * 7' * - ■ 
*,/^ D -^,Utft(fc©liJgEi£#S (VSI^c) it h 

ft (* © * « «u* (c$sig) ^it^^x^^j^^T* 

»S £ $ * fc * > sffltfttt** 
c©J;7fc*/t#©ftK?mtt. *tLS*S«»K 

* . s/;{Ji®iMi:lTt^ 4 ^ t ta ^ ^ 
£9J»rLtH5i£ft7 * F a b ftl « *< ¥ if & *l * . 

, fc Y I L-6 Ut7*^-Cjp|t ^ 
o - + lUtKfr lit#I$I¥ 2 - 1 89420-^ 91 ffl » * K * 

*> . c ft ^ £ * % 9i ^ t % r f$ ffl -r * <t a< t # 



^tt^I5S¥ 2 - 215886^- Hj*BSt;ieiJt$ ft t ^ 
7. I L-6 l/tr^-^feSl^iLT, * it frC 

i L-6ti$B9S»gJb©i L-eu±y^-tm 

£ L . $ g p 130 td £ £ U . ■> ^ + ^ *M£ a 
$ ft * . . C O » « I L-6 5/^ + ;u(£jigB©ia 
iCi't^T, KI L-6u-fe7*^-t/i&t£, 

t © i L-6i^ffl*wt»ir*3a**w-f*. * 

5feW©KP»]jnK: < fc*jWi«)|$ft4 I L-6©1tffli 

^ ffl * * ^ n * . (4 r . c: ft h © ft ffl 
*e H f * R .ft . iJi|iti'5 tl f*1 Eff *) 

* sK -V 03 It . **vx;i/-7yj|£(RSf^© 

ft -5 • 

* ft b m © w mit . w * l < a » ^ □ fa # ^ 

c«fci}Jx-^-r*ci^Tft«. }5 4 S & JK ft © « 



-278- 



& . * # <D 15 ^ c *) m %> A< . — IS C 1 0 w / kg 
~IOmg/kg<Z> ieHT $> * «, *&^0tjT#t£#BlCD 

m m m . #i * & n & & 7K . r k ^ is *s . -7 v v 

V - ^ . / f ;i/tii/D-^ v -tf ^ v s£ £ a. 

& n° T $> $ c <t t £ . c ft tt ft ffl tE 1ft tz £ a & 
m 7k s 5 % 7' K . 'J v y ;u r£ ^ CD ^ & i£ ^ 

lt^<7*. 7-yh^*ffli^*rsHaaL 

fc fit t + I L-6Hrr;-fi*«*>7fl;L/i, 

£ 8? to * £ lo . 
C H ft IN ) 

JU T * ft 91 * $ t> izytm Kit&tyT Z> tc#> tznfc 
j£ $ ft z> h © T* li U to . 



» nil -sp 4-187645 (3) 

JL£*j2LL> fit -^fr * I L-6 u -fe 7' » — - * M ? 

p — tn ^ * , I L - 6 (Dj/h 
♦5 19 # ft? ffi g> «D »l 
fit ^ * I L-6 U -tr 7' ^ — • tj £ d — ^- ;b 
tfi f* £ . CHO*8B&Ei3#°F7§tl7^* I L-6U 
±7 9— - 292230-^. <ft BJ ¥ 2 - 2 1 5886 

R *7 ^ X (Sit*. 5iSS$) 1 £4P£J3 

to. (ttffi!) ffecD 

3 # £ * ft ft . ©9 O^CDASa^Eb^'J 3 yb- 

t^ l L - 6 £ 1 a 1 U JiS 8£ tT 5 & ^ T * # . 

©ISIS. 900«CDfiiv$*lL-6H:7'* 
_ . # y ^ D _ ^ ;l/ ^ ^ £ jg g* c £ ^ u ^ % 

9 0 wCDiftSB 'J a :/ tr* :/ h 1 L - 6.£ £ 
<D 900 CD t?C7^^r L - 6 1/ -b 7* ^ - • # 
'i ? D-f/uln^i 9 0 'J 3 y ft y h I L 
- 6 ^tl^LT 1 B 1 HIS^t^iL, * ft 
ft 5 B fa il t£ & 4- b . 6 B@i:^Atli^«i:0^ 
t*HHU. jfiL'Mfi&£^*-y->{ h> — ^. -PC- 60 
1 (x/u-^ttSi) T* St & L . 



- 6 * L l* Jill ts ft *« ifi JUO L T 

900^/ B © tKi¥£ U » 

£ m U u jux ti nJU^T o fc. C £D c i ^ 

I L-6 U-fe7*^ — • ^'J ? a — i- 
^tKfrte, in vivo T* CD I L - 6 CD ifa /h ^ xl) 

JEJSlELJL^ i l-6 u -fe r ^ — • .-K'j^ 

B ALB /C 7^ («f t*. 5iSSS) log® 
DNP/BSA(->iT ^tt) ££T&-5-L. SB** 1 
B 1 §O-1O«0 I L-6&tf-0~~100 w CD -7 
^XJ L-6Hr7*^--^';^a — + )\s\K& 

Ill DNP/BSA rJt^fffi^ii^CD ELISA?£ T' iSU 3£ U *: . 



2 fSf#f<?!]£ ^ *3 . cn<bCD}ji DNP/BSA 

tlfflKC/'c 405noT-CD^5fe]S^^ Lfc t>CDT. ^ 
£O0^t>8|f,^/a^, 10 *g / B CD I L - 6 } x 
H-K- & *) QlN Is tztk dnp/bsa rn«s{fiti. 
^tA^fitC ffe# L T T*< *3 . 4#tC 100a«/BCD^ 
!S T ti . I L - 6 jfc ft CD u ;u VJL T tz T * 
o/w. ccDcfcoC L - 6 t 7' ^ - • 

* y ^ a — -y )\s\Kfr<Z> . in vivo TO I L — 6 CD 

4. Ei OS © fS m 1% 9J 

SI 1 IS (2 . IL-6S.t>*fn-7^^IL-6u-fe 
7* ^ - • # y □ - + ;u ^ £ & J* $ fz I C R 

^2Uti. I L-6Rtffit7^A I L-6 U-b 
T ^ - * .-K »; ^ d - f tL^: DNP / 

BSA !B ft ~? *5 X Q> tK DMP/BSA fit ^ fffi ^ ^ t* . 



-279- 



He 



180 
160 
140 
!2# 
100 
80 
60 
40 
20 
O 



147 



no 



107 



97 



#1 



#2 



#3 



tt 4 



tt 1 : -9- VT^TfctS^-R 

tt 3 : tft^O X I L - 6 utr^- 
I L - 6 90m Kft&K21£#£t 

I L — 6 90// KSHISJJk^C? 



^ 'j ^ o - t /i/lni* 900 ^ g W JRJS-^ 
# f ) 0 o — ^JKWt 900 ^ s BSIfil5# 



?iP.!M : 4-.187(;45 (4 ) 



00403 

1.00 
0.90 
0.80 
0.70 
0.60 
0.50 
0.40 
0.30 

0.20 
0.10 

0 




o- 
o- 

>4- 



xio *20 x 40 *80 *160 *320 X640 



tt I 

# 2 

# 3 

# £ 
8 5 



DNP/BSA JL-6 f/t^S* I L - 6 Wfe7*$> 

'J ^ o - A>tfl«£ 

(mg> ( p 8 /B) ( p e /F3) 



7* 



1 

2 
3 
4 
5 



10 
10 
10 
10 
10 



0 
10 
10 

10 
10 



0 
0 
100 
50 
25 



-280- 



